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Application No. 10/080,767 
Amendment Dated December 23, 2004 
Reply to Final Rejection of July 26, 2004 

AMENDMENTS TO T mr. fTLAlMS 
This listing of claims will replace aU prior versions, and listings, of claims in the 

application: 

Listing of Claims! 

1. (Currently Amended) In a method of forming a complex between a probe 
containing probe nucleobases and a target containijag target nucleobases, comprising mixing said 
probe and said target under hybridizing conditions, the improvement wherein at least one 
blocking agent comprising at least one nucleobase is conjugated to said probe and not to s^d 
target prior to hybridizing said probe with said target, wherein said conjugation enhances an 
avidity and/or a specificity of said HyhridiTin g lyy hinder inp p ^be and/or said target fiom 
e^^ifitin^ in a conformation antithetical to said hvbridi2ation . 

2. (Canceled). 

3. (Currently Amended) The method of claim 31, wherein said conformation is a 
hairpin structure. 

4. (Currently Amended) In a method of forming a complex between a probe 
containing probe nucleobases and a target oonta intag target nucleobases- comprising mixing said 
probe and said target under hybridizing conditions, the improvement wherein at least one 
blockmg agent comprising from one to five nucl cobasefs> is conjugated to said probe and not to 
said target prior to hybridizing said probe with said target wherein said coniug ation enhances an 
avidity an^/or a specificity of said hvbridizin gT ho method of claim 1, wherein aaid at leaot on e 
blocking ag e nt ooBtoinfl up to five nncloobaacg . 
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5. (Cunently Amended) Tte method of claim 44. i?vherein said al least one blocking 
agent contains up to two nucleobases. 

6. (Previously Presented) In a method of fbiming a complex between a probe 
containing probe nucleobases and a target contmning target nucleobases, comprising mixing said 
probe and said target under hybridizing conditions, the improvement wherein at least one 
blocking agent comprising at least one nucleobase is conjugated to said probe and/or said target 
prior to hybridizing said probe with said target, wherein said at least one nucleobase is the only 
nucleobase contained in said at least one blocking agent, and said conjugation enhances an 
avidity and/or a specificity of said hybridizing. 

7. (Currently Amended) The method of claim 6, wherein said at least one 
nucleobase is pmvide d to said orobe and/or said target as a free nucleobase, in a nucleoside or in 
a nucleotide. ^ 

8. (Currently Amended) The method of claim 6, wherdn said at least one blocking 
agent i s provided to said probe and/or said taraet as a free nucleobase. 

9. (Original) The method of claim 6, wherein prior to said xnixing, an amount of said 
at least one blocking agent is conjugated to said probe and/or to said target. 

10. (Original) The method of claim 9, wherein said at least one nucleobase is 
provided in a quantity Hiat is 1-200% of a number of said probe nucleobases that are 
Watson-Crick complements to said at least one nucleobase. 
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11. (Original) The method of claim 10, wherein said quantity is about 25% of said 
ntunber of said piobe mideobases that are Watson-Crick complements to said at least one 
nncleobase. 

12. (Original) The method of claim 9, wherein said at least one nucleobase is 
provided in a quantity that is 1-200% of a number of said probe nucleobases that are identical to 
said at least one nucleobase. 

13. (Original) The method of claim 12, wherein said quantity is about 100% of said 
number of said probe nucleobases that are identical to said at least one nucleobase. 

14. (Original) The method of claim 9, wherein said at least one nucleobase is 
Iffovided in a quantiQr that is 1-200% of a number of said target nucleobases that are 
Watson-Crick complements to said at least one nucleobase. 

15. (Original) The method of claim 14, wherein said quantity is about 25% of said 
number of said target nucleobases that are Watson-Crick complements to said at least one 
nucleobase. 

16- (Original) The method of claim 9, wherein said at least one nucleobase is 
provided in a quantity that is 1-200% of a number of said target nucleobases that are identical to 
said at least one nucleobase. 

17. (Original) The method of claim 16. wherein said quantity is about 100% of said 
number of said target nucleobases that are identical to said at least one nucleobase. 

1 8. (Original) The method of claim 1 , wherein said probe nucleobases are arranged in 
a probe sequence of interspersed purines and pyrimidines, ^jnd said target nucleobases are 
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arranged in a target sequence at least partially complementary to said probe sequence. 

19. (Original) The method of claim 1, wherein said probe has a sugar phosphate 
backbone. 

20- (Original) The method of claim 1. wherein a badcbone of said probe is imcharged 
or positively charged. 

21. (Original) The method of claim I, wherein said taiget is single-stranded DNA or 
single-stranded RNA. 

22. (QrigiDal) The method of claim 1, i?^erein said target is double-stranded DNA, 
double-stranded KNA or DNAiRNA. 

23. (Currently Amended) The method of claim 1, wherein said at least one blocking 
agent consists of a #ee^ucIeobase, a nucleoside or a nucleotide. 

24. (Currently Amended) The method of claim 1, wherein said at least one blockmg 
agent consists of a fipee-nucleobase. 

25. (E^^^ovisly Presented) The method of claim 1, wberein said at least one blocking 
agent is a naturaliy-occuning nucleobase selected from the group consisting of A, T> C, G and U. 

26. (Original) The method of claim 1, Therein said 
synthetic nucleobase analogue. 

27. (Original) The method of claim 1, wherein said |probe has a probe directionality 
parallel to a target strand directionality of said target 

28. (Original) The method of claim 1, wherein said 
anti-paiallel to a target strand directionality of said target 



at least one blocking agent is a 
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29. (Original) Hie method of claim 1, further con^jrising detecting said complex. 

30. (Original) The method of claim 29. wherein said complex is fonned with at least 
one of said probe and said target bound to a substrate, surfece or biochip. 

3 1 . (Original) The method of claim 29, wherein said complex is detected by a change 

in a signal associated with a label. 

32. (Original) The method of claim 31, wherein said label is at least one member 
selected from the group consisting of a spin label, a fluorophore, a chromophore. a 
chemiluminescent agent, an electro-chemfluminescent agent, a radioisotope, an enzyme, a 
hs^ten, an antibody and a labeled antibody. 

33. (Original) The method of claim 29. wherein said complex is detected by 
analyzing an electronic charactCTistic of said complex. 

34. (Origmal) The method of claim 29, wherein said detecting is conducted in a test 
medium and under a varied condition, wheion said varied condition is a member selected &om 
the group consisting of: (a) a change in nonaqueous components of said test medium, (b) a 
change in a pH of said test medium, (c) a change in a salt concentration of said test medium, (d) 
a change of an organic solvent content of said test medium, (e) a change in a formamide content 
of said test medium, (f) a changb in a temperature of said test medium, (g) a change in chaotropic 
salt concentration in said test medium, (h) a change in an electric current, (i) a change in a 
number of photons in the test'medium, and 0) a chwige ^ «i electrical property of the test 
medium. 
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35. (Original) TTxe method of claim' 34, wherein a laser beam is ^lied to said test 
mediimi to effect said change in the mimber of photons. 

36. (Original) The method of claim 34, wherein said electrical property is electrical 

conductance. 

37. (Original) The method of claiin 34, wherein said electrical property is Q, a 
resonant structure of a transmission line or chsmges in phase or ampUtude of a signal propagated 

I 

in sadd transnussion lice in said test medium. . 

38. (Original) Ihe method of claiin 34, whciein said complex is detected nnder 

s^ally varied conditions. 

39. (Original) The method of claini 31, wherein said label is added &ee in solution to 

said test medium. 

40. (Original) The mediod of claim; 29, further comprising: 

(a) detecting a signal from a labk wherein said signal is conelated to a binding 

i 
I 

aBRnity between said probe an4 said target; 

(b) varying a condition of a test lu^dium; 

j 

(c) detecting a subsequent signal; and 

, j 

(d) comparing said signal and saic^ subsequent i^gnal. 

41. (Origuial) The method of claim 29, wherein said target is quaiititated. 

42. (Original) The method of claim 29, wherein an extent of complementarity 
betweoi said probe and said target is detecteci. 

I 

:t 
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i 

43. (Original) The method of claim 1, wherein fbnnation of said complex is 
facilitated by at least one intercalator. 

44. (Original) The method of claAn 1, wherein: (a) said complex is fomied in a 

presence of at least one other probe containiDg a sequence of nncleobases complementaiy to a 

Si 

secondary target sequence different from a p]|maiy target sequence of said target; (b) said other 
probe diflEers fiom said probe by only a singles nucleobase; (c) said oth^ probe forms a complex 
with said target; and (d) said target is detected i 

45. (Origmal) The method of claiii 1, whereia Ihe probe and the target hybridize in 

accordance with a Watson-Crick motif; to form duplex, triplex or quadruplex nucleic acid 

jt 

complexes. 

46. (Original) The method of claim 1, wherein the probe and Ihe' target hybridize in 

Ml - . . 

accoixlance with a homologous binding moti£|to form duplex, triplex or quadn^lex nucleic acid 
complexes. 

47. (Original) The mediod of claim 1, wherein said hybridizuig is conducted in a 

I 

homogeneous medium. 
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